esp@cenet Family list view 



BEST AVAILABLE COPY 



Page 1 



for: 



Family list 

WO9316048^X 

*efwed-fmrrf3i a ppl ications . 




SUBSTITUTED ACET AMIDE COMPOUND 

Publication info: CA2155320 Al - 1993-08-19 



No English title available 

Publication info: GB9202443D DO 



1992-03-18 



SUBSTITUTED ACETAMIDE COMPOUND 

Publication info: WO9316048 Al - 1993-08-19 



Data supplied from the esp@cenet database - Worldwide 



http ://v3 . espacenet.com/family?sf^n&FIRST= 1 &F=8&CY=ep&LG=en&PN=wo93 1 6048. . . 7/11 /2005 



PCT a R * » s 




(51) BR#^S5 

C07D 211/26, 211/56, 211/70 
C07D 211/72, 213/75, 453/02 
A61K 31/435, 31/445 



Al 



(11) Sf5£ffl#^ 



(43) SRSMB 



WO 93/16048 



!993¥8fll9B (19.08.1993) 



(21) 
C22) 



(30) CftMT 9 -* 
920244 3 .9 



PCT/JP93/00142 
1 993^2^43(04. 02. 93) 



1992^2^5B(05. 02. 92 ) 



GB 



(7i) mmAixmmK-t-ixonnmK^x) 

(FUJISAWA PHARMACEUTICAL CO.. LTD. ) CJP/JP) 
T54.1 1tim*!5fi*£&BmzTB4&7*} Osaka, (JP) 

(75) &wm/thmA ( *@>coiA-t©* ) 

*&l|fc-(SHIOKAWA, Youichi KJP/JP) 
T567 -*mffi&jz-fi®ftiz9- 8 1 4 Osaka. (JP) 
SO fjfflTANIOUCHI. Kiyoshi KJP/JPD 
V654-01 ^^»^Fr5S@EmS^2-l-2 8 Hyogo. (JP) 
&t — 0 ( TAKE. Kazub i ko ) C JP/JPD 
x584 ^K^SEB#7&|6jl«^3-3-2-2 0 1 Osaka. (JP) 
ft -&(TSUBAKI,Kaiunori) CJP/JP) 
T565 ^dEffiP*fflrijllJffl®3-2 1 -3-1 0 8 Osaka, (JP) 
*##$:( MI ZUNO. Hi roaki KJP/JP) 
"T 547 ^^15^^^8^5-3-3 4 Osaka. (JP) 
(74).ftSA 

*S*A~(UEKI, Kyuichi ) 
=f530 ^fiOT^Sr^4b2^S2T§3©7^ i/ya-tfA.4 0 7 
tt*#ft$i&Er Osaka. ( JP) 



(si) n&m 

AT(BrH#St). BB(8«»), CA, CH(0U«#f*), 
DE(&fltf|#). DK ( KM ) , ESt&tftfli*), FKi&timft), 
OB(R»). GR((*/fm»). IE(RM), IT(l&Wtff*) t 
J P. KR. LU(»), MC(0tfH#S). NL(BW«4*tt), 
PT SE(Btfm#). US . 



(54) Title I SUBSTITUTED ACETAMIDE COMPOUND 

(54) &W<D% fo mmrnr s ntm 



r 1 
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(57) Abstract 



An anticholinergic compound represented by general formula (I), wherein R 1 and R2 represent each optionally substitut- 
ed aryl, represents hydrogen, hydroxy or lower alkyl, R* represents a group of formula (a), (b), (c) or (d), A> and A* re- 
present each lower alkylene, and m and n represent each 0 or 1. x 



(57) mm 



R 1 

R 2 -C~(A l )m-C0NH-(A 2 )n-R 4 (I) 
R 3 



R Mi * : 



\ 




N — R s 
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MN t > 

MR t - »j ? - r 



MW v v 7 < 

NL * 7 > r 

NO / * 7 x — 

NZ - * / > K 

PL « - v > K 

PT |- 

ro v'^r 
ru o •> r 

SD 

SE X 7 x — -T > 

SK XP'/r 7*^*0111 
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TD + v - K 

TC I- - * 

UA 7 ;Mt 
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0\ TIE©5t ( I ) vrntiztiz. 
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R 1 

R 2 -C-(A')n,-C0NH-(A 2 ) n -R< (I) 
R 3 

R 4 tt ( i ) 5$ : 




T* $ ft £ S „ 
(ii) a : 

N - R 6 

C'iii ) 5£ : 
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(iv) ft : 




"C £ tl -2>. S ^ 

(fc£U, (a) R 1 & «fc R 2 ^7 i-;Hf$) 0 , R 3 

A 2 ***^U>£T*«K miiOt^, n ** 1 © ft 
tt, R s ttxf^ST4< » *fc, 
•(b) R 1 & <fc R 2 ^7x-;Ht$i) v R 3 T & 0 , 

m;BJ:tfna*o©fcfttt* r 7 tt^ ^;i/gT-ft^ 0 ) ] 



Hf 4 ffl 
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>»«<f©ta»fi, .0>J JMt*3Rtt*fi, SHfc*3RK 

torn. £ fcttflUfcr + v y $ &m % ± >; $ ,Mg#<D7;i/;(? 'j&jR 
® © <fc 9 & &mi£ v ry^e^^A^, 0ij a. if h v ^ )i 7 $ > 

i/;b7^>is, N-N* -^y5?jl/Xf l/>i?7^ii®Il 

tc $ n h a* (d &m <d »m # m & «t d^i^b^ % kits« k $ ^ 

0Utf> ;\ny> (flUtf, 7>yfg> stM) v EIS 

7f;K t-7^;u, iy?)i, ^ % fiar^.a + s/S 
( 09 A. tt\ * h * , x h> i, % u # * is % V 7* n # * v 7 
1**5/ * t -•?>*$/» Of ;^^ri/, * ^ ;U # ^ i/ =f) ft if 
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6 b 3 fi ) T* tb 6 c 

(C -c< ) 7;u*;uS&H1-£7 x-;Hi zxs- (c, - 

CD, 0iJAtf, ^f;bS, xf^i, 7ne;ug, -/ y ^"n tf;uai, 

7 f ;u S , t - 7 f- )V S , ^v^jH, ^\ ^ i/ ;u S & if a* ^ if e> 

n, -?-tte>® u^fWfc tri±, (c, -c 4 ) 7;u*;us 

n£;ug, ^V7nf;us, 7f j; cf t - 7f ;i>»a*a£tf e> 

$;«asj vm^tamt t rat, tloffiis, Tfc*> 
*> , $J A. if h 'if ;k ^ > X t F'J;k ^ > i> ;u, 4 - * h * i/ *c 

□ 7 x - ;H , $j x tf l - * h * «/ ^ ;u ?K - ;u - l - 7 a ^ y - 
2 ;i/«?offi|R7^3^$/*;u#-^ (ffijR) 7;^-;H, 
A If 1 - ^ > 7 -Y ;U - 1 - 7 a ^ y - 2 - ;u« <D 7 a -Y )V ( {g 
15) 7;u^-;t,g, PUtf 2 - t Ka#i//<>yi;f >^©t |r n 



$r £ * m tfc 
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* am) 7ju* v r*m s wx.& h v u ^<o v 

T7 5/;uSj kLttt, filter 7 5?#^7i/;u 

tf^nAH^W^^ (C, -C, ) ^D7M>* 
till 5CTS/;bS*s^^etx^ 0 
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UglK) 7^*^^i<5J:547^ Ug$) 7 ;u * 7 ;u 
0OAtf^> v';i/^^i/^;u^*^.;u x 7 x * * # r. 

;u^(D7x-;u 7 A,U*i/j] )[,X=-)l,mO &*)tjiT )l ({g 

ft) 0iJ;ttf7 x j * f7-tr^;K 7x7 

;u> 5 ?y »; ^7tf;k 7 y ;u7tf-;k f- y v ;u 7 -tr 
;u, 7 7 ;b 7 -t? ;k f-yvrv »J ;U7-fe^;u, ^x^^yn 
tT^-;u, f7i?7y V ;u7n ~)\,m&%>tf t>tiZ> . 
c*ie>4)7 5/;uSfcJ: <* e>K, tfij *.fcjf y. ^ ;u , 

7ntf;u, -TV7ne;u, 7^;u, ^7>;u, 
^*i/;i^(D{g$7;u*;i,g, w^tftt*, A« % ft*, ftm©* 

tf tfx;i/3l©{g® 7;urt 7 << ;ug, 01] ;Uf ^ 7 ^;U^<7) 7 ;U (fg 
IS ) 7;^;H, 0iJ a. tf y ^ ;u , x ;u % 7 n e ;u , -f y r n h? 
7f;k BH$7^;u^<D{g$i7;u*;i/g, CBJAfcfy h*i/*7 
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(c, -c, ) r )i*uymvm\it>n, iosfii^^itu 

(a) R 1 ^WR 2 #7x-;H, R3 #7ki£g, A * v*?-uy 

(b) R' i'^RM^x^jH, R 3 ^7KMS, m*J:tfn** 

0 , r * ^)imt uz>m&^ 

te. R' . R 2 i: lT7x-;H, 7 ^ r. r* 

»; n 0 * fc tt 1 , A 2 # * f- p >g £ /i it i f- U > m s R 5 
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IE 91 <P 3ft 3* 

(i) *«fc^^©ig^^i>^Ttt, ttia«:ircDSijftffl**e- 

• • asm 

[i] KKfrfe 

ftfi2 4 0~4 5 0 gCifiS . D. (1.0 g 

BI*I*3E*»:<& *3 fclESOfc. Xfyi/^f (ftgi.2m« , S3 
5 cm) <D-$%lZ-oVt:X)\,->*®Wt h*-J*^<D'k®m*mLXm 

laotlgb/i, fif A;U- > ttjtj 1 0 ramHg(D7kE& 

[H] Kttfe^tt 



*f $ ffi tt 
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1 o 

m%it&m ( i ) : 

N- (1, 2, 3, 6-th7th'of'J^y-4-^jl) 
)l> - 2 - k K n # J/ - 2 , 2-i?7xi;bKK7^ K 
[in] MltMS 

#S»ik^ftOED,ott (mg/kg) & 0.005 (mg/kg) T*$o 

m) \i±z<D%w<Dit&® (i) * tzitmmt bxmm-istizzvm 

M*m®I&ftl:LX'£fr. EBBS 4. Mi IS 4 (**fcttPJBrtiR 

Rttrttfc^fc jg b fcHmh b < ttMUcDSft £ fci±KJB»J % 
f£#tt* mm> iisvhs Fn-f, 

tfcff, 17'/^, oSAffl^^. «h fifth ©.SSij, ^©(ft^fflK: 

Ktofflu £S#j> bisk »fesy, *asuo'-r * c * <>t-* 
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h £ fctt»«>K:*fLT 1 B*0.01~2 Omg/kg, S5Blf*9«#©i§£ 
tt|S| D < 0. 1 ~ 2 0 rag/ kg, igD&#<Di§£fci:0. 5 ~ 5 0 nig/ kg 

. &T*» E * KB 1" * fc ft K » jifl £ * 3|»fl * jj* * . 

^>^;UK(5.00g) (9.4g)(DM^^* 100-CT- 3.5 

.#fHJ«# U fee ftSJ&SffiffifcfcTK (50ml) t JJif ji,i-f^ 

doomi) wa*ft^audfi*Tft?iHyfca, 

^^fgjllfe. jS«%®*'t* 4:, 2-^ an -z, 2- 

K®*n »; K©ffl»a(6.16g) **f§e>ttfco C(Dffl^ Q n n(6.16g) % 
;U) tf y > (1.97s) ©M* h^x> (5ml) &i£fcjiSTbfc. gJC5 

afttt%*a?iHtna.*ufc*< Baif-jK50ii)-e#«u, m 

fclN*»fl;* h U * A*$ga£(50ml)fciJD*.fc. «JI&#S&bTlN 
TkK^k^ h f? AtIc^IT*^?! (&50«1, 3 0) Ltzfe. MUZ^ 
StSi:, N - ( try 4 -4 >v) ^jb-2-^nn-2, 

D a n(9.06g) £ 1 N£K(50«l)te&J|?Ufc8«fc701CT2BSiiga#b 
fco ?&^^C©S?^%S>i^;Ux-T;K50ml)T-^^t> 

fcKn*5/-2, 2-5?7xi^ffK7$K(6.37g) *M# 6 ft 
mp : 148-151 X: 

IR(Nujol) : 3330, 1650, 1600, 760, 740, 690cm- 1 



WO 93/16048 PCT/JP93/00142 

12 

NMR (DMSO-ds, 5 ) :4.33(2H, d, J=6.3Hz), 6.85(1H, s) , 

7. 15-7. 18 (2H. m), 7. 25-7. 40 (10H, m) , 8. 42-8. 45 (2H, m) , 
8.84(1H, t, J=6.3Hz) 

MASS(m/z) : 183, 105 

Hi 2 

N - ( \d *) ¥ y - 4 - )l ) y. )U - 2 - t K n Sx - 2 , 2 - 
i/7xi;i/gf|7^ K ( 8 0 g ) U-^Ki/^>j?;^oiJ F 
(47.2g) ©N. N-i>^^tObA7^F (120ml) r3$! £ 65°C T 1 
B^ifftL/io &£P&, RJE;*g£«7-fc h >(500ml) tiys.^-^ 
i-x;Kl00ml) TtffJU *tfTF20#JI#Lfc o «f £ #1 * tt 15 T 
& 'fc , Mfe»*tt©4 - [ ( 2 - t Kn*$/- 2 , 2 - * 7 
T-t?^;u7$ J ) * - i- {4 V*is^y*?)i) t* y*? 

AtU V >• (107. 57g) *M#6ftfc. 
mp:205-208°C 

IR(Nujol) : 3250, 3050, 1650, 1610, 750, 700cm"' 
NMR(DMSO-ds, 5 ) :3.76(3H, s) , 4.55(2H, d, J=5. 9HZ) , 

5.72(2H, s), 6.99(2H, d, J=6.7Hz), 7.00UH, s), 

7. 25-7. 40 (10H. m) , 7.53(2H, d, J=6.7Hz), 

7.87(2H, d, J=6.7Hz), 9.13(2H, d, J=6.7Hz), 

9. 11(1H, t, J=5. 9Hz) 
MASS(m/z) .: 183, 93 
HML3 

4 - 7 -b ^ JU 7 $ J * * ;U tT V 5? V (7. OOg) k4-n^J/^> 
*;U*n U K (6.8ml) © 7 * h > (100ml) ®®% fflSE&ffcT »C 4 8# 



*f * B fi 
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1 3 

yx-mwtz> t % M1$<D4-7-fef-;u7Sy*^;u-i- ( 4 - 

> h * >>^ ^ fJ^i-JA^Dn- (10. 88g) 6> tl . * 

IMi 

4-7^^-)i7^J^^)V-\ - (4 h ^i/^ Vv>;u) try 
^^•^A^a'J K (10.88g)©^ * y-;K200ml) 7kf?Ub$! 

jr^ h y a (5.37§) *7kftT'>mi , immb. commzm&T 

13B$RfjJg# U fc. SJCttK* (lOml)^SD A ?§i&£^£U 

©sis (i5: 1 ) *®&®t Lxmmtzt. mn&m£<D4-7 

M*)\,7 5. J 1 - (4-^h^ri/^>S/;u) - i, 2 , 

3 , 6 - r h ? t k o t* y ^>(7.27 g ) *q#e>iafco 

IR(film) : 3300. 1650, 1610, 760cm-' 

NMR(CDC1 3 , 5) : 1.98(s, 3H) , 2.10(brs, 2H) , 

2.56(t, J=5.7Hz, 2H), 2.95(br s, 2H), 3.52(s, 2H) , 
3.76(s, 2H), 3.80(s, -3H) , 5.53(t, J = 1.5Hz, 1H) , 
5.95(br s, 1H), 6. 80-6. 90 (m, 2H) , 7. 20-7. 30 (m, 2H) 

MASS(m/z) : 274(M*), 215, 121 

mmm 5 

mmm 3 t mm k u x 4 - 7 -tr ^ ;u * ? ;u t* y 5? y a> e> 4 - 7 -tr 
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mp : 135-137 °C ( 7 -b h >gfc$n n n) 

IR(Nujol) : 3250, 1670, 1640, 760, 750 cm" 1 

NMR (DMSO-de, 5 ) :0.87(t, J=7.3Hz, 3H) , 1. 65-2. 00 (n, 2H) , 
1.97(s, 3H), 4. 45-4. 55 (m, 4H) , 7.96(d, J=6.8Hz, 2H) 
8.67(t, J = 5.8Hz, 1H), 8.98(d, J = 6.8Hz, 2H) 

MASS(m/z) : 193 (M + ), 149, 107 

}U 7 K J * * )\> - 1 - 7 □ f ;u - 1 , 2 , 3 , 6 - r h 7 t K n f 

iR(film) : 3300, 3050, 1650,750cm-' 

NMR(CDC1 3 ,5) : 0.91(t, J=7.3Hz, 3H), 

1. 58 (t, quartet, J=7.3Hz, J=5.7Hz, 2H), 1.99(s, 3H) , 
2.23(br s, 2H), 2. 30-2. 40 (m, 2H), 2.56(t, J=5.7Hz, 2H) 
2.95(d. J=1.6Hz, 2H), 3.79(d, J=5. 4Hz, 2H) , 
5. 54-5. 57(m, 1H), 5.66(br s, 1H) 

MASS(m/z) : 196(M + ), 167, 96 

mmmi 

4 t p]$l tC L X 3 - 7 -tr f- ;U7 ^ J * * /b - 1 - i ^ ;u tf 
;u- l , 2 , 3 , 6 -r h ^ t kq tr i/y*ntzo 

bp 150 °C/0. 08mmHg(kugelrohr) 
IR(film) : 3270, 1640, 1540cm-' 
NMR(CDC1,,5) :1.15(3H, t, J=7Hz, CH 3 ). 

1.99 (3H, s, COCHs) , 2.19(2H, m, NCH 2 CH 2 CH=) , 



WO 93/16048 



PCT/JP93/00142 



15 

2. 49 (2H. quartet, J=7Hz, NCH Z CH 3 ), 
2. 52 (2H. t, J=6Hz, CH 2 CH 2 N), 
2.72(2H, d, J=2.5Hz, NCH 2 C=), 
3.78(2H, d, J=5.5Hz, CH 2 N), 5.65(1H, m, HC=), 
5.8(1H, m, NH) 
MASS (m/z) : 182 (M + ), 123, HO(base), 108 

U3i$J3, 4 t nmz LT, 4-7t^*7§;^fJH^ijj?v 
ZiyVfrzfu * K*>e>£iiS£U 4-7tf^7^;^ 1 - 

i-^>s>ju-i, 2, 3, 6 -t h 7 t k n e *?y*mtzo 

IR(Film) : 3250, 1650, 740, 700cm-' 
NMR(CDC1 3 ,5) : 1.98(s, 3H) , 2. 00-2. 15 (m, 2H) , 

2.15-2.35(ra, 2H), 2.97(brs, 2H) , 3.45(s, 2H) , 
3. 95-4. 00 (m, 2H) , 5.53(brs, 1H), 5.84(br s, 1H) , 
7.20-7.40(m. 5H) 
MASS(m/z) : 244 (M*) , 185, 172 

4-7-Z3-)\s7$.y*?)l-l - ( 4 - * h * 5/ ^ y V ;u ) - 
1, 2, 3, 6 - r h 7 t K n bT V V>y (5.00g) i: 6 N 7jcINt h 
V ^ A7Kr§^ (I6mi)0 ^ * y -;u ^mim&fcjl^^Tl;: imm 



Hr tz z m m 
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S-frWmm [(10:1)^(2:1)] V S tt5 T £ £ > 
4-757^^^-1- ( 4 - h * > ;U ) - 1 , 2 , 3 , 

(2.31g) ^neftfc. 

IR(film) : 3370, 1610, 760, 730cm" 
NMR(CDC1 3 ,5) : 1.84(br s, 2H) , 2.13(brs, 2H), 

2. 57 (t. J=5.8Hz, 2H), 2.99(br s, 2H), 3.20(br s, 2H), 
3.53(s, 2H),3.80(s, 3H) .. 5. 53-5. 57 (m, 1H), 
6.80-6.90(m, 2H) , 7. 20-7. 30 (m, 2H) 
MASS(m/z) : 232(M + ), 202,. 121 

mmm 9 1 n «hc u t a - 7 * * * 7 $ / * * * - 1 - •? a t* * 

- 1 , 2 , 3 , 6 .- x h v fc K n hf y 5? > 6> 4 - 7 5 / ^ * )l - 
l - 7 □ t* ;u - l ■ , 2 , 3 , 6 - t h 5 t h* a £ V y & f# '. 

bp : 140-150 X/10mmHg (Kugelrohr) 
IR(Film) : 3270, 1600cm-' 

NMR(CDC1 3 ,5) : 0.92(t, J=7.3Hz, 3H), 1. 10-1. 70 (br s, 2H) , 

1.55(t, quartet, J=7. 3Hz, J=5.7Hz, 2H) , 

2.14(d, J = 1.6Hz, 2H), 2. 30-2. 40 (m, 2H), 

2.57(t, J = 5.7Hz, 2H), 2. 96-3. 00 (m, 2H), 3.10(s, 2H) , 

5. 53-5. 57(m, 1H) 
MASS(m/z) : 154(M + ), 125, 96 

wi'Mm 9 t nmz t x, 4-7***7$ j i -^yi> 

;u-i, 2, 3, 6 - r h 7 t K a t* V V yfr 6 4 - 7 5 J * * 
^ - 1 - ^ y i> ;u - 1 , 2 , 3 , 6-f h5t Ko.ifV*>y%19 
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tZo 

IR(Film) : 3370, 3270, 1600, 740, 700cm- ' 

NMR(CDC1 3 ,5) : 1. 61 (s, 2H) , 2.13(brs, 2H) , 

2.58(t, J=5.8Hz, 2H), 2. 95-3. 05 (m, 2H) , 3.20(br s, 2H) 
3.59(s, 2H), 5.50-5.55(m, 1H). 7. 20-7. 37 (m. 5H) 

MASS(m/z) : 202(M*) , 172, 97 

mmm9 tmmizLx, 3 - 7 a,? $ j * ;u - 1 - ^ 

-1, 2, 3, 6-f h5kFae9i?>4>63-7$y^f^/- 

1 -xfjb- 1 , 2. 3. 6 - t h v t k n e v>zmtzo 

bp: 100-105 °C/8. 5mmHg(Kugelrohr) 
IR(Nujol) : 3450, 3370, 3280, 3200cm-' 
NMR(CDC1 3 .5) :1.14(3H, t, J=7Hz, CH 3 ), 

1.6K2H, s, NH 2 ) , 2.2K2H, m, CH 2 CH 2 CH=), 

2.47(2H, quartet, J=7Hz, NCH 2 CH 3 ), 

2.49(2H, t, J=6Hz, NCH 2 CH 2 CH=) , 2.93(2H, m, CH 2 N), 

3.20(2H, m, CH 2 N), 5. 62 (1H. m, CH=) 
MS(m/z) : 140(M + ), 123(base), 110, 108 

3-7$;^f*ey v>y do.og) cdkk (Mmi)®fa*mn u r 
^STc:ft}C&*@tS?(i7.5mi)&j!jDAfc. »e>ftfcfc£i§Sfc 

* 7 s y * * ;utf »j > «sft e> ti fc . * a * a gey 3 fig 

T*fcH<t3i** t » &Mfei£ B B a tt<D 3 - 7*^;U7 * y * 
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i - j.>jutr u &7-4 vtm^tiit. 

mp : 110-111 "C 

IR(Nujol) : 3420, 3260, 1640cm-' 

NMR (DMSO-de , 5 ) :1.54(3H, t, J=7. 5Hz, CH 3 ), 

1.93(3H, s, C0CH 3 ) , 4. 44 (2H, d, J=6Hz, CH 2 NC0), 

4. 64 (2H, quartet, J=7.5Hz. NCH 8 ChY) , 

8. 12 (1H, t, J=7.5Hz, pyridiniura H) , 

8.43(1H, d, J=7.5Hz, pyridinium H) , 

8. 59 (1H, t, J = 6Hz, NH), 9.0(2H, m, pyridinium H) 
MASS(m/z) : 135, 107 

is jf ffiii4 ; 

3.3 2 -7n^:/Kx>;M4..28g). * 3 NTKiS-fb" 

i- h V £ A7K^^(28ml)*J;C5x^/-;K50ml)i:jg^LT^^?g 

ai t5t, 3, 3-i>7i-;U-2--/n^vlg £ n & . 
mp: 158-161 °C (^Mx^;U^^a a a) 
IR(Nujol) : 1690, 1660, 161.0, 720,700cm- 1 
NMR(CDC1 3 ,5) :6.32(s, 1H), 7.10-7.40(m, 10H) 
MASS(m/z) : 224 (M*) , 179, 165 

mm\ 1 

4 - [ ( 2 '- fc K o * */ - 2 , 2-y7x; ;u 7 H? ?• ;U 7 5 y ) 
* 3- )l> ] - 1 - ( 4 - * h * 2/ > ;u ) f i/ — £ A ? a 'J K 
(lOOg)o^ ^y-;K800mi) Jgjfcfc, ^miPBm4»io-20 -ce** 
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itmm-t- h y * a 02. 7 g ) *4>ur-3&i[]Ufc. fHnfc^^i 

ST- 1 il1H$L, ®&*W£Ltz 0 MlCKlif;!, ( 1 & ) t 
7K(500ml) *mXXGmm*ftmbt:. C ft %7]< (500ml) , *jg 7 J< 
(500ml) TW»:a^U. 8SES?V^^S/-J; ATf£*iLfc&, 

*l§g&tf©N- [1- (4 - * h **/^yV)i) -i, 
2, 3, 6-Th7fcKntr»;$?:/-4--Y;l/] * ^ ;u - 2 - fc K 

It^DO^Il - ^Dnif^x^fil/ (25ml)£*Ht ;>< ^ U > 

(700ml) izmztzm&m* immmmmmL. ;-)\,(no 
mi) %jDAfcs&c0js«*3o^sajftaaib> ®t&z?3£vtz 0 mm 

^Tlf^ B B t^^ &fe*g&©N - (1, 2, 3, 6-rhnF 
n e >J S> y - 4 - ^ ;U ) ^Jb-2-kh'D^>>-2, 2-i>7x 
-^#87 5 KfiB£(41.64g)#»6ftfc. 
mp : 222-224 °C 

IR(Nujol) : 3350, 1650, 750. 730, 690cm-' 

NMR(DMS0-d 6 . 5 ) :2.15(2H, br s) , 3.10(2H, t. J=5.9Hz), 

3.34(2H, br s) , 3.70(2H, d, J=5. 5Hz) , 5.41 (1H, br s), 
6.82(1H, s), 7.20-7.45UOH, m) , 8.34(1H, t, J=5.5Hz), 
9. 15(2H, br s) 
MASS(m/z) : 322 (M*) , 183, 95 

mM2 

N - [ (1. 2, 3, 6-fh5t h'ne'i^>-4--fJl/) * 
- 2 - t Ko + i/-2 , 2 -i>7x-j^i7$ K (l.OOg) 



«f £ ffl & 
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[ (kXiJi;>-4-^L,) - 2 - t kd*-*> - 2 , 2 - 

^x-^7$ F&lftff(0.35g) *Jj»$ftfc, 
mp : 251-253 °C 

IR(Nujol) : 3360, 2470, 1650, 1600, 750, 730, 700cm-' 
NMR(DMS0-d 6 , 5 ) : 1. 10-1. 40 (m, 2H) , 1. 50-1. 80 (m, 3H) , 

2.65-2. 90 (m, 2H) , 2. 90-3. 10 (m, 2H) , 3.10-3. 30 (m, 2H). 
6.75(s, 1H), 7.20-7. 45 (m, 10H), 8.28(brs. 1H), 
8. 69 (br s, 2H) 
MASS(m/z) : 324 (M*) , .183, 105 
7E^#t/r : C 2 oH 2 4N 2 0 2 -HCl 

ftMM C 66.56 , H 6.98, N 7.76 
C 67.04 , H 7.09, N 7,76 

mmm2 tmmizLx. n- [ ( i ;u- 1 , 2 , 3 . e - 

Tbyt h'u m >; vy- 4 -4 )i) *?>i,) - 2 - t K o^i,- 
2 , 2-i?7x^;^7n*^e>N- [ ( 1 - ^ ^ ;U - f ^ V i> 
>-4-J)U) -2-fc Kn*S/-2. 2-i?7x^;H| 

mp : 237-239 "C 

IR(Nujol) : 3430, 3150, 1670, 790, 770. 710. 700cm"' 
NMR(DMS0-d 6 , 5 ) : 1 . 20-1 . 50 (m, 1H), 1. 60-1. 80 (m, 2H) , 
2.20-3. 20 (m, 8H) , 2.68(s. 3H) , 6.73(s, 1H), 
7.20-7.35(m, 10H), 8.30(br s. 1H) , 9.-70-9. 90 (br s, 1H) 
MASS(m/z) : 338 (M + ), 183, 105 
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2 1 

5c^##T : C 2 ,H 26 N 2 0 2 -HC1 

tf-gfil C 67. 28 , H 7.26. N 7.47 
C 67. 64 , H 7.56, N 7.53 

USIi 

N - [ [ 1 - ( 4 - * h *S/^ >^;U) - i , 2 , 3 , 6-f F 
7kFntfij5?v-4-0] ;>< ^ ;U] - 2- fcKn**/-2. 
2 -^7x-;Hf7^ K (1.03g) t^uu^n^y^)l^X7-)l 
(0.437g)© 1 , 2 -i?^n a x^y(io,Bi)}§i^lgf4ifa1i# 

TM&tZt, tiitt®N- [ ( i -^y? 1, 
1, 2, 3, 6-f h7tKne'Ji?y-4-^;i/) - 
•2-tKD*J/-2, 2 -i/7x;«7? K (0. 797gW#e>*l 

IR(film) : 3390, 1690, 1670cm-' 
NMR(CDC1 3 ,S) : 1.99 (2H, br s, =CCH 2 CH 2 N), 

3.52(2H, t, J=5.5Hz,CH 2 CH 2 NC00), 3.76(1H, s, OH), 

3.90(4H, m, =CHCH 2 NC00- and C0NCH 2 ), 5.13(2H, s, 0CH 2 ) , 

5.37(1H, br s, =CH), 6. 49 (1H. m, CONH) , 

7. 3-7. 5(15H, m, aromatic H) 
MASS(m/z) : 183, 105, 91, 77 
H 5 

N - [ [ 1 - (4 Y**/^yV)l,) - 1 , 2 , 3 , 6 - t h 
? t K n M V V y - 4 - << ;u] ;u] - 2- tF'n^>-2, 
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2 2 

2 ~ &7 *~)l>m&7 5. K (2. 77g) t 9 □ n^|£- 1 - ? n Dxf 
;Ux (0.75ml).© 1 , (55ml) £ 30#Ja 

* i ffmnDMsnLfc*. .'*m*w*ufc. »ai*5/y*y;u* 
^ a * o v h ^5 7 a izmm * u y / * ? j -)\,mm 

(10: 1) % Jffc * * J -)\,/Zl% 7 y * - 7 

*&« do: i ) vmmuihLxmmbtz. mmm^^mm^m 

[ ( 1 . 2-3, 6-.fh7tF*at , 'Ji/>-4-^H ^ ^ ;u ] 
-2-kPo + S/-2, 2-i?7xi^B»7§ Ktt8JS(1.33g). 

mp : 223-224 'C 

IR(Nujol) : 3350, 1650, 750, 730, 690cm-' 

NMR (DMSO-de, 5 ) : 2. 1 5 (br s, 2H) , 3.10(t, J = 5.9Hz, 2H) . 

3.34(br s, 2H), 3.70(d, J=5. 5Hz, 2H) , • 5. 41 (br s, 1H) , 
6.82(s, 1H), 7. 20-7.45(m, 10H), 8. 34 (t, J=5. 5HZ, 1H) , 
9. 15 (br s, 2H) 

MASS(m/z) : 322 (M*) , 183, 95 

1116 

N- [ ( 1 -^VS^U:^*/***-*- ! , 2, 3, 6 - x h 

- 2- tFn^>-2, 
2 -i/7x-;^i7^ K(186mg) * 25XH{b*Xit*«jK/ff K 
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N - [ ( 1 , 2, 3, 6-f F7tFne'Ji?>-4--fjl,) . 
;u] - 2 - fc Kn*$/ - 2 . 2 -^7i^«7* K (85mg)*'ft 

mp : 151-153 *C 
7C^##r : 

. Sf-Kffi C 74.51 , H 6.88, N 8.69 
MBim C 74.59 , H 7.08, N 8.74 
IR(Nujol) : 3380, 3300, 1670cm" 
NMR(CDC1 3 ,5) : 1.95(2H, m, =CCJ 2 CH 2 NH), 
2.85(2H, t, J = 5.5Hz, CH 2 CH 2 NH), 

3.23(2H, br s, =CHCH 2 NH), 3.35(2H, br, =NH and OH), 
3.84(2H, d, J = 5.5Hz, C0NHCH 2 ), 5.44(1H, br s, =CH) , 
6.70(1H, t, J = 5.5Hz, CONH), 
7.25-7. 5 (10H, m, aromatic H) 
MASS(m/z) : 322 (NP), 183(base), 105(base), 96(base) 

N- [ (1, 2, 3, 6-fh7t KatfVS?y-4--f ;u) ^ 
*A>1 - 2- tFn+>>-2, 2-i/7x^;«7 5 K(6.00g) 

*^-*(20 H i)»ii<rjDAfc. :o8jttxsi«U »a*ttlfc 

*r £ 4 lit 
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Stffcgb, i^y-^T-S^ H B B t^>i:fflfeg B B H <7)N- [ (1, 2, 
3, 6 - x h ^ t H a £ >; i? y - 4 - 4 ;U) * ^ ;u] - 2 - t K □ 
* - 2 . 2 - i> 7 x -;Ug^|g7 $ K ^ ^ 7*;U* yggig (6. 66g) 

mp : 195-197 "C 

IR(Nujol) : 3400. 1670, 1590, 780, 750, 740, 700cm" ' 
NMR (DMSO-de, 5 ) :2.14(brs, 2H), 2.31(s, 3H) , 

3.14(t, J=6.1Hz, 2H), 3.51(br s, 2H), 

3.71(d, J=6.1Hz, 2H), 5.40(br s, 1H) , 6.81(s, 1H) , 

7.20-7. 41(jd, 1.0H), 8.36(t, J=6.1Hz, 1H) , 

8.65(br s, 2H) 
MASS(m/z) : 323 (M+l) 

TzMfrffi : CeoHazNzOj -CHsSOsH 

Etmm C 60. 27 , H 6.26, N 6.69, S 7.66 
MfflM C 60.32 , H 6.32, N 6.62. S 7.86 

mmms 

N - ( 1 - i h * is % ;U # i ;|> fcf ^ y - 4 - j } \, ) - 2 , 
2 - $>7 x-;i,^^7^ h* (4.00g) &£Zf*mit* (2.0g)<7> 
,^^ a V;U7 (30ml.)to^ 3.5B#P B 1inmjl^b/Co SEI^I 
«g£i^;Ml00ml) ^OOOml) *fln A. Tft® O fc . 7j<Jf 
^^UfftJiiiU (100ml x 3 )• v W«Jit^LT«ST»C»«*B* 
bfc. 5ifS£ 4 NJ£M/S1^x^;i,;^x*&fIT£ £ N - (fcf^U 
i>7- 4 -A ;U) - 2 , 2 -i?7x-^i7^ Kittl^ff$ii 

mp: 233-235 'C (Sixf^S,) 
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IR(Nujol) : 3500, 3300, 1630, 740, 720cm- 1 

NMR (DMSO-de, 5 ) : 1. 45-1. 75 (m, 2H), 1 . 75-2. 00 (m, 2H) . 

2.80-3.10(m. 2H), 3. 10-3. 25 (m, 2H), 3. 70-3. 95 (m, 1H) 
4.97(s, 1H). 7.10-7.40(m, 10H), 8.59(d, J = 7.4Hz. 1H) , 
8.86(br s, 2H) 
MASS(m/z) : 294(M*), 229, 167, 127 

7cE##T : C,»HaaNaO-HCl 

fHHI C 65.41 , H 7.22, N 8.03 



nmm c 65. 67 , h 7.32, n 8.12 
liii 

MMMS t nU\Z ITN - ( 1 - x h * ;u#.=. )i f ^ g ^ 
> - 4 - -OU ) - 2- kKo + j/-2, 2 - s> 7 * - 7 $ K 

e> N - ( M ^ v y - 4 - 4 ;u) -2-tKn**/-2, 2 - i> 

mp : 193-195 "C (7 -b h y&&&) 

IR(Nujol) : 3300, 2700, 2600, 2470. 1660, 770, 750, 730, 700 
cnT 1 

NMR(DMS0-d 6> 5 ) : 1. 60-2. 00 (m. 4H) , 2.75-3.05 (m, 2H), 
3.05-3. 30 (m, 2H), 3. 75-4. 00 (m, 1H) , 6.77(s, 1H) , 
7.20-7. 95 (m. 10H), 8.15(d. J=7. 7Hz, 1H), 
8.94(br s. 1H), 9.10(br s, 1H) 

MASS(m/z) : (M* ^ b ) , 183, 105 

7tMftWT : CsHaaNaOaHCl 

ff-Jfffi C 64. 67 , H 6.76, N 7.94, CI 10.05 



mm 



C 64. 79 , H 6.93, N 7.92, CI 9.98 
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N - ( £ II V - 4 - -f ;U ) ^f;i/-2-fcFn^ri/-2, 2 - 
S?7x-A/ftK7$ K (2.00g) fc«{t^f-^(1.6ml) ©7-b.h> 

doomi) mm* 3mmmmm^L. mm*MJ±w£tzt. mmm 

tt01-^fA/-4 - [ (2.-kKo + *y-2, 2 - i> y ^ ~ ;u 7 

(o.95g) ^rin^fco ie>nfc?g^i^i£T 1 b#f^ji#l, &^t* 

£fiDA.T#?£Ufco *Hiji£#gt L T7R, ^i^kTlift&fr b fc 

VlVf -CSia^t & t . N — ( 1 - 1 , 2, 3, 6-fh7 

k K n f v> > - 4 - W ;U ) ^fl/-2-k Ko*i/-2, 2 - 
7xiA/SK7$ K(0.41g) #f#e>ftfc 0 
rap : 173-174 °C 

IR(Nujol) : 3340, 3200, 2550. 1660, 770, 750, 720, 700cm" 
NMR (DMSO-de, 5 ) : 2. 00-2. 50 (2H, m) , 2. 80-3. 90 (4H, m), 
2.73(3H, s), 3.72(2H,. d, J=6.1Hz), 5.38(1H, s), 
6.82(1H, s), 7. 20-7. 40 (10H, m) , 8.37(1H, t, J=6. 1Hz) 
10.77QH, br s) 
MASS(m/z) : 336 (M*) , 183, 109 

HiSffini 

31 wo 10 1 n m iz u x s n - ( e v s> > - 4 ^ ) * ^ >v - 
2 - t h'D^fi/- 2,2- i?7x^^i7^ K t^jtif 
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N - ( 1 - ;U £ V - 4 - -< )l) 

mp : 123-124 *C 

IR(Nujol) : 3350, 1650, 780. 740, 720, 700cm" 1 
NMR(DMS0-d 6 , 6 ) :1.52(t, J=7.2Hz, 3H) , 4.57(q, J = 7.2Hz, 2H) 
4.60(d, J=6.0Hz, 2H), 7.00(s, 1H), 7. 20-7. 50 (m, 10H), 
7.85(d, J=6.6Hz, 2H), 9. 01 (d, J=6.6Hz, 2H) , 
9. 13 (t, J=6.0Hz, 1H) 
MASS(m/z)" : (M* ft U ) , 183, 105 

N - [(1, 2, 3, 6-fF7kFntiji?>-4-^^) * 
- 2 - k KD^fi/- 2,2- *?7*i^»tt7 ^ FttKtt 

(o.70g) fcs/7y**^a*^-h »;^A(o.i8g) 

(15ml) fc&*7-fc h >(Bil) oaftfC&ftSttfca&tt*, M^T 

i n*mt+ h *A*s«*jnu % WHJl*#it u fc. a 

»*<tr* v N - [ (l-^.y^a b*;u- l , 2 , 3 , 6-rh 
7 t K n f y - 4 - << ;u ) ^ ;u ] - 2- kFa^v/-2, 
2 -V7*~)l>mMT$. K£lftig(0.58g) **»6*lfc. 
mp : 126-127 'C ( 1 , 4 - 5? # * ir V ffifrS ) 
IR(Nujol) : 3250, 1660, 760, 700cm-' 

NMR (DMSO-de, 6 ) :1.26(d, J=6.6Hz, 6H), 2.05-2. 25 (m, 1H) , 

2. 30-2. 60 (m, 1H). 2.75-3.10(m. 1H), 3. 25-3. 50 (m. 2H), 
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3.58(br s, 2H), 3.73(d, J=6.0Hz, 2H), 5.42(s, 1H) , 
6.83(br s, 1H), 7. 1 5-7. 60 (m, 10H), 8.36(t, J=6.0Hz,lH) 
10. 30(br s, 1H) 
TtMftWr : C2sH 28 N 2 02-HCl-l/2H 2 0 
'ttJUI ■ C 67.39 , H 7.38, N 6.83, CI 8.65 
C 67.40 , H 7.84, N 6.58, CI 8.35 

M^MiZt mWilZ UN - ( 4 - V - 
i/ - 2 , 2 - V 7 x ~ 7 $ K 6 N - ' ( r x ^ ;nf ^ y b ■ 

V - 4 - -f ;u) - 2 --fc K n> «/ - 2 , ' 2 - S>7 x — ;u^|gr $ K 
<7>7-?;H£i££f#/i 0 

mp: 197-199 °C H V7o t^7;^-j^8|a n a) 

IR(Nujol) : 3420, 2350, 1670, 750, 700, 670cm-' 

NMR(DMS0-d 6 , 5 ) :1. 05(t, J = 7.2Hz, 3H) , 1. 45- 1. 65 (m, 4H) , 
2. 15-2. 40(m, 2H) , 2. 54 (q, J=7.2Hz, 2H), 
2.85-3.05(m, 2H) , 3. 55-3. 75 (m, 1H) , 6.50(s, 1H) , 
7.20-7.40(m. 11H), 7.96(d, J=8.0Hz, 1H) 

Ttmftffi : CnHi«Ni0-l/2C4H404-l/2Htd 

tf-mfl C 68.13 , H 7.21, N 6.91 

mmm c 67.97 , h 7.41, n 6.67 

nmmnt mmiz it n - (4 - e^y - 2, 2-^71 

- ^St@£ T ^ K *g&Jga> e> N - ( 1 - V 7* a f ;u f ^ 'j^- 
4 - f ;u ) - 2 , 2.- s - ;1/S|7 5 K O 7 7 ;i/ 1| f| % || 

fee 
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rap : 175-177 V ( 7 Hr h yfoftS,) 

IR(Nujol) : 3200, 2650, 2500, 1660, 790, 770, 740. 700cm-' 
NMR (DMSO-de, 5 ) :1.13(d, J=6.6Hz, 6H). 1. 45-1. 75 (m. 2H) , 

1.75-2. 00(ai. 2H), 2.65-2. 90(m, 2H) , 3. 00-3. 25 (m. 3H) , 
3. 65-3. 90 (m. 1H) , 4.93(s, 1H) , 6.54(s. 3H) , 
7. 10-7. 35 (m. 10H), 8. 43 (d. J = 7. 3Hz, 1H) 
MASS(m/z) : 336 (M + ). 321. 167 
7C^5Hft : C22H2 O N 2 0-3/2(C < H < 0-,) 

itHffi C 65. 87 , 'H 6.71, N 5.49 
C 65. &0 , H 6.84, N 5.57 

Hffl§ffU5 

MMMlZt leUfHC LX N - (4-tf^';>>;u) -2, 2-^7* 
~)lffimr 5. K£KJS*»e> N - ( l - i; y - 4 _ ^ . 

;U) -2, 2-^7xi^Si7$KC!)77^ijHg%^fc. 
mp : 179-181 °C (7 * K 

IR(Nujol) : 3250, 1690, 1760, 790, 760, 740cm-' 

NMR (DMSO-de, 6 ) :1.05(t. J=7.2Hz. 3H), 1 . 30-1. 60 (m, 2H) , 

1. 70-1.85(m, 2H), 2.25-2. 40 (m, 2H) , 

2.55(q, J = 7.2Hz, 2H) , 2. 90-3. 10 (m. 2H), 

3.40-3. 55 (m, 1H), 4.91(s. 1H) . 6.55(s, 2H), 

7. 20-7. 30 (m. 10H). 8.34(d, J=7.4Hz, 1H) 
MASS(m/z) : 322 (M + ) . 307. 167. Ill 
7C^##r : C2 1 H2 6 N 2 0-C4H40,-1/2H 2 0 

H-mfil C 67.10 , H 6.98. N 6.26 

nmm c 66.78 , h 6.97, n 6.05 



tz % m n 
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* yi>)im. (2. 2ig) ti, r - * ^ ^-y-; U 

(i.73 g ) zm*m<t*zhuy (temi)qnzmxtzm&w*. m-^t 

- p< h * i//C > S>;U) - l , 2 . 3 , 6 - r N ^ t K n f V i/ y 
(2.25g) CDM7K^<tp<f-^>(20 n il)^^=&, 20^^r^LT^>5?{C^ 

t /co mm^-y * ^;u^ ^ a ^ □ v h 7 -f tcew 

ffiffc* ? UV t. * ? ;-)\s<DMm (10 : l ) tT 
flltSt^tfei^CN- [1- (4-^ K^yi/^) - 
1 . 2 , 3 , 6 - r h 7 t K a bf V s? > - 4 - ;w ) p< ^ ;u ] - 
2-tKn*>>-2. 2 -S?7x^;U^gtT^ K(3.47g) ^{I6il 

IR (CHC1 3 ) : 3370, 1660, 1610, 750, 730, 700cm-' 
;NMR(CDCU, 6 ) :2.02(brs. 2H), 2.52(t, J=5.8Hz, 2H), 

2.91(br s, 2H), 3.50(s, 2H) , 3.80(s, 3H), 

4.10(br s. 1H), 4.14(5, 2H) , 5. 39 (br s, 1H) . 

6.39(br s. 1H), 6.85(d, J = 12.7Hz. 2H) , 
7.20-7. 50 (m, 12H) 
MASS(m/z) : 442 (M + ), 202, 121 

mmmn 

2, 3, 6 - t- h 7 t >* a M \) V yip e, n - (l-y 
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9- )i> - 1 , 2 , 3, 6-f h7tKat>Ji?>-4--f;i / ) 

*-2-kFD*J/-2, 2 - i>7x;*»B7$ KiftJfi^ft 
o 

mp : 185-190 

IR(Nujol) : 1650, 1600, 770. 750. 730. 700cm" 1 
NMR (DMSO-de, 5 ) :2.09(brs. 2H). 2.50(s. 3H) . 

4 

2.81(t. J=5.9Hz. 2H). 3.19(br s, 2H) . 
3.68(d, J=6.0Hz. 2H), 4.98(br. 2H). 5.37(s, 1H) , 
7.20-7.45(m, 11H), 8.26(t, J=6.0Hz, 1H) 
MASS(m/z) : 336(M + ). 215, 183, 109 

^SS#Jl6 1 isj^ic it, ^y i J')i>W.t 1 - 7n(f;u-4-7?y 
^ f - ;u - 1 , 2, 3, 6-rh7tKnf;i/>^eN - (1-7 
a fc* ;U - 1 . 2. 3. 6-f h7tKnt ijj?y-4->f^) ^ 
*-2-fcKn**/-2. 2 - ^7x;«7^ K&tttt** 

mp: 96-98 °C (Sftif A,/^ y e^i-f ^ 

IR(Nujol) : 3250, 1660, 770, 740, 700cm" 

NMR (DMS0-de, 5 ) :0.89(t, J=7.3Hz, 3H) , 1. 60-1. 80 (m, 2H) , 
2.00-2. 55 (m, 2H) . 2. 90-4. 20 (ra, 8H) . 5.89(br s. 1H), 
6.82(s, 1H), 7. 20-7.45(m, 10H). 8.37(t, J = 6. 1Hz, 1H) , 
10.50(br s. 1H) 

MASS(m/z) : 364(M + ), 335, 183. 137 

TzMftffi : C 23 H 2 8N20 2 -HC1 
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If MM C 66.80 . H 7.41, N 6.77, CI 8.57 

C 66.77 , H 7.76, N 6.44, CI 8.57 



**Jl-l, 2, 3, 6 -t S 7 fc Kd f »; Vyfrt? N - (l-^ 

>*;u-i, 2, 3, 6-nn ^ 

2 - t KD + S/-.2 , 2 -^x^SfUr^ KftRfffef* 

tZo 

rap: 139-141 °C ( * * ^ - ;U/gt|£i ; U / ^ y r 0 ^ ;u x _ - 

IR(Nujol) : 3450, 3200, 2570, 1660, 750, 710, 680cnr' 
NMR(DMSO-ds. 5 ) : 2. 00-2. 50 (m, 2H). 2. 70-3. 50 (m. 2H). 

3.50(brs, 2H), 3. 72 (d, J=6.0Hz, 2H) , 4.30(s, 2H) , 
5.38(s, 1H), 6.81(s, 1H), 7. 25-7. 63 (m, 15H), 
8.36(t, J=6.0Hz, 1H), 10.92(br s, 1H) 
7tMttffi : CitHisNiOt.-HCl 

ftHM(0.8 U,0t IT) C 69. 98, H 6.66 , N 6.05, CI 7.65 

C 69.94, H 6.67 , N 5.94, CI 7.63 

MJ10 

* fls ~ 1 , 2 , 3, 6-TF7th*Df'Ji?>i^N- (1 — x 

* - 1 , 2,3, 6 -x K5 t kd tr.y 3 - ;u) 

ntzo 

«P : 185-186 'C ( -f V :/ n hT ;U 7 A- 3 - £ f|g£j| ) 
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. IR(Nujol) : 3400, 2750-2600, 1675, 1590cm-' 
NMR (DMSO-ds, 5 ) :1.02(3H, t, J=7Hz, CH 3 ) , 

2.09(2H. o, =CHCH 2 CH 2 ), 2. 45-2. 65 (4H. m, NCH 2 x 2) , 
2.92(2H, s. =CCH 2 N), 3. 68 (2H, m, C0NCH 2 ), 
5.52UH, br s, =CH) , 6.51(2H, s, fumaric acid=CH). 
7. 25-7. 4 (10H, in, aromatic H) . 8.21 (1H, br s, C0NH) 
MASS(m/z) : 350(M + ), 183, 124(base), 105 
7C^##T : C 22 H 26 N 2 0 2 -1/2C<H.,0< 

tUfffl C 70.57 , H 6.91, N 6.86 

mmm c 70.36 , h 7.11, n 6.72 

4, 4' -i?7WD^^/7x; > (2. 0s) t KfbMM (0. Is) % 
m*&ML T«E»ffibfc. 5£?t£SW y^n e ;u i - 7- ;u ^ 1 n 

_ D^>S?^K(o.80g) £<D*l^ a D D (0.80g) N , N* 

- * ;u * ^ ;u *? * ^ x/ _ ^ ( o 6 g } ^ ^ ^ iM { t j ^ u y {z m m ^ ^ 
c©**K:4 -T^y 1 -x^- 1 , 2, 3. 6 -x h 

*f 4 fli « 
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v t r o tf i> y (o. 60g) ©«fc/f- i/>l§^igTt^:iT 

bfc« 

b &^?ftJg*?gfc£bfcftiiSLlfcv7*^$ ATE 

4£b> J§f0*fcfcfcEST£b'fc. P^i/'JH'^^A^n^F^'? 
7 -r , ^^T-7)l'^^7A^n7h^77-f fcBBBbTfitSb'* 
4 NJgifllt^i: , N - [ ( 1 - l , 2 , 3 , 6 - r 

h ^ t k n tr v & y - 4 - -r ;ia * f- ;u] - 2 - t k n * *✓ - 2 , 
2 - t-7 ( 4 - 7 )i*n 7 x.=.)\,) s *&mwi%*>ntz 9 

mp: 155-157 ( V -f V 7" O hT x ;Uft& n n o) 

IR(Nujol) : 3350, 3270, 2500, 1660, 1600, 820, 770cm" ' 
NMR (DMSO-de, 5 ) :1.24(t, J=7.2Hz, 3H) , 2. 00-2. 45 (m, 2H). 
2. 85-3. 80(ra, 6H) , 3. 09 (quartet, J=7.2Hz, 2H), 
5.39(s, 1H), 6.96(s, 1H), 7. 10-7. 20 (m, 4H) , 
7. 35-7. 45 (m, 4H) , 8.46(br s, 1H), 10.21(br s, 1H) 
MASS(m/z) : 386(M + ), 371, 219, 123, 110 



TtMftffi : CaaHt4N202F«-HCl-l/3H«0 

tHlffi C 61.61 , H 6.03, N 6.53, CI 8.27 

mmm c 6i. 69 , h 6.09, n 6.54, ci 8.27 

2-^nn-2. 2-^7x-;U7-tf-;U^aij K (6.30g) £^ 

yv>.(iitii)/n-^*yy(nmi)mmz®Mz^tzmm*m.'&T 

iCJtftbT&i , ZtllZ3 -7 5. J - 1 u [2. 2. 

2] y (l2«i)»«*jHTbfc. ie^fci^^ 
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bfc. 701CT- 1 B^fittfLfc^ 7XtKT^JDL^ H K 5 % 7kgg{I:^ 

^T-ft&1-££&feijft* (2.90g) Cia^mjStCfc Oil 

N - ( 1 - [2. 2. 2] ***:/-3--f*) - 

•2-bKn + i/-2,;2-«;7xi^87$ K*fiK*S**»6*i 

fee 

mp : 261-265 *C (dec. ) 
IR(Nujol) : 3300, 2800-2300, 1660cm-' 

NMR (DMSO-de, 5 ) : 1.6-2.1(5H, 

3. 05-3. 6 (6H, d, N(CH 2 ),), 4.15(1H, m, CONHCH) , 
6.87(1H, S, OH), 7.25-7. 45(10H, m , aromatic H) , 
8.59(1H, d, J=7Hz, CONH), 10.36(1H, br s, HC1) 
MASS(m/z) :336(M'), 183(base), 105 
TzMfttir : Ca.H^^Oz-HCl 

ftlMI C 67. 64 , H 6.76, N 7.51 

mmm c 67. 67 , h 7.10, n 7.31 

if * 4 m m 
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* V. i? > £ ^ y V 6 N - (4-ih^r^*;i/^r.^tXiJv/ 

V - 4 - ;U ) - 2 - t K n # */ - 2 , 2 - >7 7 * - )l>Wt $ 7 $ K . 

mp: 128-131 'C ( n - ^\ VftfrS ) 

IR(Nujol) : 3300, 1650, 1620, 760, 740, 720cnT' 

NMR(CDC1 3 ,5) : 1. 00-1. 41 (m, 2H), 1.23(t, J=7. 1Hz, 3H), 

1.70-2. 00 (in, 2H) , 2. 75-3. 00 (m. 2H) ; 3. 90-4. 20 (m, 3H) , 
4.08(q, J=7.1Hz, 2H), 6.67(d, J=8. 0Hz, 1H), 
6.93(s, 1H), 7. 20-7. 50 (m, 10H) 
MASS(m/z) : 382 (M*) , 370, 216, 183 
jjflSffl]24 



mmmist mmn it, 4- (2-r$;ifjn -\-^^^ 

f ^ »j y t^y ^;ui£#> e> n - [ 2 - ( 1 - * ^ ^ 1; e? > - 

4 - w ;u ) j- f- ;i/ ] - 2 - .t K o * i/ - 2 , 2-^7xi jHi7 

5 h* 7 v ;H£ £ # tz » n?> ^ 5 7 -r* E 

■p.: 151-152 °C 

IR(Nujol) : 3360, 3250, 3200, 2740-2100, 1700, 1670cm-' 
NMR (DMSO-de, 5 ) : 1. 15-1. 45 (5H, n, CH and CH 2 X 2) , 

1.7(2H, m, CH 2 ), 2. 35 (2H, m. CH 2 ) , 2. 45 (3H, s, CH 3 ), 

3. 0-3. 2 (4H, m. CH 2 X2), 6.50(2H, s, HC=CH), 

7.2-7. 4(11H, m, aromatic H and OH) , 

8. 15(1H, t, J=6Hz, NH) 
MASS(m/z) : 352(M + ), 337, 183(base) 
7C^#flf ; C 22 H 2 8N 2 0 2 -C4H40^ 
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ff-JHI C 66.65 , H 6.88. N 5.98 

mmm c 67.02 . h 7.05, n 5.94 

&i&wnt mmkm it, 3 - 7 ^ j * *)\,- 1 - x ^; Ut -^ 

y t^y v iiMfr 6 n - ( 1 - 1; > - 3 - ^ 

IR(Nujol) : 3310, 2800-2300, 1660cm-' 
NMR(CDC1 3 ,5) : 0. 95 (1H, m, piperidine H) , 

1.00(3H, t, J=7Hz, CH 3 ), 1.5-1.95(6H, m, piperidine H) 

2.30(2H, quartet, J=7Hz, NCH 2 CH 3 ), 

2.7(2H, m, piperidine H), 3.1-3.35(2H, m, CONCHz), 

4.15(1H, br, OH), 6.86(1H, br t, NH) , 

7. 25-7. 53 (10H. m, aromatic H) 
MASS(m/z) : 352 (M + ), 337, 183, 105(base) 

mp: 181-182 V ( -T V 7* □ £;U7 )V □ -^ft^^n,) 

IR(Nujol) : 3360, 3220, 2660, 2570, 1655cm" ' 

NMR (DMSO-ds, 5 ) : 1. 05 (1H, m, piperidine H) , 

1.16(3H, t, J=7Hz, CH 3 ), 1.75(3H, m, piperidine H) , 
2.K1H, m, piperidine H), 2. 45 (1H, m, piperidine H) , 
2.7(1H, m, piperidine H), 

2.95-3. 35(6H, m, NCH 2 CH 3 , piperidine H, and C0NCH 2 ), 
6.79(1H, s, OH), 7.2-7.45U0H, m, aromatic H), 
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8.40UH, t, J=6Hz, NH) , 10. 2 (1H, br, HC1) 
MASS(m/z) : 352 (NT), 337, 183, 105 (base) 
7cSt##T : C 22 H 2B N 2 0 Z -HC1 

HUM C 67.94 , H 7.52, N 7.20 

MMM C 67.76 , H 7.68, N 7. 15 

k* □ V i> y t ^ v *> ;UK *> 6 N - [ 2 - ( 1 - * f- ;u £ n »J > - 
2 --f ;u) 2-tFn#j/-2, 2 - i>7 

■p: 155-157 'C ( X * y -JW/SfS? * f- *> }g $ fS |g H d b p ) 

IR(Nujol) : 3400, 3180, 2620, 1660, 770cm-' 

NMR (DMSO-de, 5 ) : 1. 40-1. 95 (m, 4H) , 1. 95-2. 25 (ra, 2H) , 
2.64(s, 3H), 2.75-3.i0(m, 2H) , 3. 10-3. 25 (m, 2H) , 
3. 35-3. 55 (m, 1H) , 6.76(s, 1H) , 7. 20-7.50(m, 10H), 
8.38(br s. 1H), 10.36(br s, 1H) 

MASS (m/z) : 338 (M + ) , 323, 183, 155, 84 

7clt#*jT : C,,H, o N,0a-HCl 

D-Il C 67.28 , H 7.26, N 7.47, CI 9.46 
111 C 67.29 , H 7.53, N 7.46, CI 9.44 

MMM21 

^ V 2? > 2 , 2 - J? 7 x-Jl/ifi^ 6N- (l-ih^>*;H 

-^t'^'i 4 -^;u) -2, 2 - 97 x~;Ugfc^7 $ K 
fc. 



*f 4 ffl a 
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.dp : 163-165 *C ( n - ^ * if y ft& D D D ) 
IR(Nujol) : 3300, 1650, 770, 750, 730, 700cm-' 
NMR(CDcl 3 ,5) : 1.10-1. 35(m, 5H), 1. 80-2. 00 (m, 2H) , 

2. 80-2. 95(m, 2H) , 3.90-4. 15(m, 5H) , 4.90(s, 1H) , 

5.52(d, J=7.5Hz, 1H) , 7. 20-7. 40 (m, 10H) 
MASS(m/z) : 366 (M*) , 199 
%«Bfll28 

IISS 01)16 1 111 JtHC b 4-T^J*3-)l- 1 - xf Jb - i , 
2, 3, 6-f h5tKne>Ji^fc3, 3-iJ7xXj^ok^ 
>i^6N- (l-xf^-l, 2, 3, 6-f h7kFnf'Ji/ 
> - 4 - -nu) ^^-;u-3, 3-*>7xiA/^nbf*v87 5 KIS 

mp : 133-134 x; ( y 7 a tr ;u 7 ;u 3 - ;u/ i/ -i- y^ot: ^x-f 

IR(Nujol) : 3330. 2600, 1720. 1640. 1600. 750, 710cm- 1 

NMR (DMSO-ds, 5 ) :1.18(t. J=7.2Hz, 3H), 1.95(brs, 2H) , 
2.89(d, J=8.2Hz. 2H), 3.01(q, J=7.2Hz, 2H) , 
2. 95-3. 10(a. 2H) . 3.39(br s, 2H) , 3.54(br s, 2H), 
4.47(t, J=8.2Hz, 1H), 4.88(s, 1H). 7. 10-7. 30(m. 10H), 
8.13(br s, 1H) 

MASS(m/z) : 348(M + ), 333, 167, 123 

7C^##r : C 23 H 2B N 2 0-C 2 H 2 04 

C 68. 47 , H 6.90, N 6.39 
MMM C 68. 46 , H 6.97, N 6.31 



WO 93/16048 



4 0 



PCT/JP93/00142 



^»i]16fc iBjBiC LT4-7^;^f;i/- 1 -if jb - i , 2, 
6N- (l-x^;u-i, 2, 3, 6-fh7k K o - 4 - -f )V) 
mp : 163-164 r ( y 7 n tT ;u 7 ;u 3 -;u/|^ ix ^ ;u/ ^ ^ y- 

IR(Nujol) : 3330, 2720, 1720, 1640, 770, 700cm-' 

NMR (DMSO-ds, 5 ) :1.20(t, J=7.3Hz, 3H), 2.11(brs, 2H) , 

3.08(q, J=7.3Hz, 2H), 3. 00-3. 20 (m, 2H), 3.51(br s, 2H) 
3. 55-3. 70 (m, 2H), 4.40(br s, 2H) , 5.22(s, 1H) , 
6.50(s, 1H), 7.10-7.40(1, 10H) . 8. 15-8. 20 (m, 1H) 
MASS(m/z) : 346(M + ), 207, 123 

tc^.^^t :'CnHi.Nt0-C t Hi04 ■ ■' 

ItmM C 68.79 , H 6.47. N 6.42 

^fflljffi C 69. 21 , H 6. 53, N 6.40 
^WJ30 

HJfc0IJl6£: mmz. U X 4 - 7$ J *V;U- 1 -xf ;u - i , 2\ 
3 , 6 -r h ? t K n f V i>y t 5 - t K.n*J/- 5 H -10, 11- 
Fn^Vi/ [a, d ] ^ n^^^ y - 5 - * 6 
N - (l.-x^)u-i, 2, 3, 6-f-h7kKnfUi>^-4- 
-T ;u) ;u - 2 - t K n * >> - 2 - (-5 - fc K d # 5/ - 5 h - 
10, ll-i?bKni>^>5/ [ a , d ] $/ n ^7 T y - 5 - -f * ) 

IR(Nujol) : 3460, 3390, 2740, 1640cm-' 



« * B ft' 
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NMR (DMSO-de, 5 ) :0.98(3H, t, J=7Hz, CH 3 ), 
1. 86 (2H, br s, CH2CH2N), 

2. 25-2. 45 (411. -■, CH 2 CJ 2 NCH 2 CH 3 ) , 

2. 75-2. 9 (4H, m, =CHCH 2 N and cycloheptene CH 2 ), 

3. 3-3. 45 (2H, m, cycloheptene CH 2 ), 

3.54(2H. d, J=6Hz, CONCH 2 ), 5. 29 (1H, s, =CH) , 
6.8K1H. s, OH), 7. 05-7. 25 (6H, m, aromatic H) , 
7.45(1H. t, J=6Hz, NH), 7. 75-7. 85 (2H, m. aromatic H) 

MASS(m/z) : 37'6(M + ), 209, 123 (base), 110 
Mt* : ftfett A • 

mp: 158-159. 5 °C 

IR(Nujol) : 3420, 3330, 2730-2000, 1655cm- 1 
NMR (DMSO-de, 5 ) :1.23(3H, t, J=7Hz, CH 3 ), 
1.95-2. 45(2H, m, CH 2 CH 2 N) , 

2.75-3. 15(5H, m, NCH 2 CH 3 , cycloheptene CH 2 , and 
pyridine H) , 3.3-3.45(4H, m, pyridine Hx2 and 
cycloheptene CH 2 ), 

3. 35-3. 65(3H, m, C0NCH 2 and pyridine Hx2), 

5.30(1H, br s, =CH), 6. 89 (1H, s, OH), 

7. 05-7. 25 (6H, m, aromatic H), 

7. 75-7. 85 (3H, m, NH and aromatic HX2), 

10.5UH, br, HC1) 
MASS(m/z) : 376(M + ), 209(base), 123, 110 
7cSt#f/r : C 24 H 29 N 2 0 2 Cl-3/2H 2 0 

tf-mii C 65. 52 , H 7.27. N 6.37 CI 8.06 



Iff tz % m flt 
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C 65.68 , H 7.27, N 6.38, CI 8.06 
2, 2 - ^7x-;^Dt^>i(o.70g) (2.3 

mi) «iifc«^ 2mmija®mmb. RfcmTmmttmm'g 

SgMSr^Kilffc^ l/> (10ml){C^jgUTf#6n-57g^{C. 4-7 
^/fJl.-l-i^-i, 2-. 3. 6-nnFnf'ji/> 
(0.43g) i: h -Ix^TSV (1.5ml) ? U y (lOral) m 

*7A^7h^77^^b, Jgft* ^ u y t ^ £ 

(20: 1) ^r-^ttS^i: LTf#e>tl/c4)(D=S:4 N M/H-ggx f- ;u 

T^SifSgit^^ N- ( 1 - if-ji/ - 1 , 2, 3, 6-t 
h^t h-nti;^-4-^) ^f-;u-2, 2-^7^x^7-0 

mp : 93-94 *C 

IR(Nujol) : 3450, 3350, 2670, 2600, 1630, 760, 740cnT' 
NMR(DMS0-d 6 , 5 ) : 1 . 24 (t, J=7. 2Hz, 3H), 1.89(s, 3H), 

2.00-3.70 (m, 8H), 3.06(q, J=7.2Hz, 2H), 5.31(br s, 1H) 
7.10-7. 40(m, 10H), 7.64(br s, 1H), 10.08(br s, 1H) 
7C^##r : C 23 H 28 N 2 0-HC1 

tiWm C 68. 56 , H 7.75, N 6.95, CI 8.80 
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C 68. 82 , H 7.95, N 6.89, CI 8.95 

mmwut: mmiz UT4-7$/*?-;u-i-x?-;u-i, 2, 
3, 6 - f h 7 k h* □ e 'J ^ > i: 2 , 2-i?7ii;i/RK^nij|t 
*>> 6 N - ( 1 - j. ^ ;u - 1 , 2, 3, 6-fh7kKnt'ji?v- 

mp : 205-207 TC ( J- * y - i> 4 y 7 o tr - ;ufiftn«sj| 

a n p) 

IR(Nujol) : 3270, 3070, 2670, 2550, 2470, 1640, 750, 70000-' 
NMR (DMSO-ds, 5 ) :l,23(t, J=7.2Hz, 3H), 2. 00-2. 40 (m, 2H) , 

2. 80-3. 00(m, 4H), 3.04(q, J=7.2Hz, 2H), 

3. 60-3. 80 (m. 2H). 5.06(s, 1H) , 5.39(s, 1H) , 
7.10-7.35(ra, 10H), 8.67(t, J=5.7Hz, 1H), 
10.43(br s, 1H) 

MASS(m/z) : 334(M + ), 167, 123 
5n3R£#r : C22H2 6 N 2 0-HC1 

fUNI C 71.24 , H 7.34, N 7.55, CI 9.56 

mmm c 71.30 , h 7.62. n 7.52, ci 9.73 

2-i>na-2, 2-J?7xi^||^aiJ K(0.80g) t 4 - V 

*-*)U7 $ y * m,\di ■> *?y ( 0 .5ig) (om^m^m^Tmmntn 

U «ft**UV(10il)*inA.T*HRLfc. ft£ftfc£&4fe&H£ 



fir £ & ffl 
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(7.4ml) t 1 Nmm (3.7ml) <D iZ ®M b tz » C 0 £ 90*C T* 

T-^tbT^ ?fi^(7) l - (2, 2->;7xi;i/-2-th*nf> 
7Hr^;i/) - 4 * j * f ;ue^y yy (o.33g) #f#e> 

n/io * D D o£3t&K:<i: Dis@£^(o.20 g ) i:i^fc 0 

NMR(CDC1 3 .5) : 0.93(6H, t, J=7Hz, CH 3 X2), 

0. 95-1. 95 (5H, m, piperidine CH 2 CHCH 2 ), 

2.06(2H, d, J=6.5Hz, CHCH 2 N), 

2.43(4H, quartet, J=7Hz, N(CH 2 CH 3 ) 2 ), 

2.68(2H, m, CONCH X2), 3.59(1H, m, CONCH), 

4. 74 (1H, m, CONCH), 6.22(1H, s, OH), 

7. 4 (10H, ra, aromatic H) 
MASS(m/z) : 380 (M + ) , 183. 86(base) 

ijm §|£ 

mp: 175-176 °C V tne^7J^-jH| B ^ D ) 

IR(Nujol) : 3400, 3160, 2760-2300, 1610cm-' 

NMR (DMS0-d 6 , 5 ) : 0. 7 (1H, m, piperidine CH) , 

1.05(1H, m, piperidine CH), 1.18(6H, t, J=7Hz, CH 3 x2) 

1.45(1H, m. piperidine CH), 1.9(2H, m, piperidine CH), 

2.65(2H, m, CONCH X2), 2.8(2H, m, CHCH 2 N) , 

3.05(4H. m, N(CHzCH 3 ) 2 >. 4.15(1H. m, CONCH), 
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4.40H, b, CONCH), 6.92(1H, s, OH), 
7.3(10H, m, aromatic H) . 9. 9 (1H. br. HC1) 
MASS(m/z) : 380 (M + ), 183, 86 (base) 
TtMftffi : C 2 4H 32 N 2 0 2 -HC1-1/2H 2 0 

tfmfil C 67. 67 . H 8.04, N 6.58. CI 8.32 
C 67.62 , H 8.O8, N 6.51. CI 8.32 

mmmzA 

4 -7a*- 2 . 2 -5>7*i;UB»(1.5g)fcfcrt;f-:*-;U 

(i.37mi)©M7k^n v (20ml) mm* 4 mmi)nmmm.Ltz&; 

t M1&*WLEM'gL , 4.-^ot-2. 2-*?7xiji/BSJ^Di; K 
— # 4-7$y^^-;u-i-i^; U _ lf 2, 3. 6-rHt 

Ka e »; i?xo.73g) t h y*f-^r§ v(2.6mi) vmittrisy . 

^7F^77^!;i|b i is^^^U>/^^y-;u (15: i jg 

n-/\*1f y/BKi^;U (20: 1) ?f&T*^tfJ L tz . f#e>ftfci£ 
M&gft^S&tefiEo T 7 v;U^(229mg) TJIItSt, i-xf 
A> - 4 - [ (3, 3-i>7x-;u-2-^-^ven>;i/v-i-^ 
;U) *^;u] - l, 2, 3. 6-fhn Knf'Ji?>077;bi 
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i£(o.54 g ) vmzntzo 

■P: 901C~ (n-Mt> M) 

IR(Nujol) : 2500, 1680, 800, 770, 750, 700cm-' 

NMR (DMSOde, 6) : 1.11 (t. J=7.2Hz, 3H), 2.17(br s, 2H) , 

2.73(q, J=7.2Hz, 2H), 2. 80-2. 90 (tn, 4H), 3.24(br s, 2H) 
3.86(s, 2H). 4.11(t, J=6.4Hz, 2H) , 5.53(s, 1H) , 
6.52(s, 2H), 7.10-7.40(m. 10H) 

MASS(m/z) : 360(M + ), 238, 165, 123 
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R , -C-(A , ).-CONH-(A I ).-R 4 (I) 
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(iii ) ^ : 
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tt, R 5 (ixfJUt^ < , 

(b) R ' £<fctfR 8 *J7xi^it*.9, R 3 9, 
m £ ,fc n # 0 © Stt, R 7 tt^;Ht*l\, ) ] 
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